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REXINOID COMPOUNDS AND METHODS
OF USING REXINOID COMPOUNDS FOR

TREATING METABOLIC DISORDERS AND
CANCER

CROSS-REFERENCE TO PRIORITY
APPLICATION

This application claims priority to U.S. Provisional Appli-
cation No. 62/019,170, filed on Jun. 30, 2014, which 1s
incorporated herein by reference 1n its entirety.

BACKGROUND

The underlying causes of cardiometabolic disorders
include imbalances 1n metabolic and nflammatory pro-
cesses. The nuclear receptor family of transcription factors
1s involved in both energy homeostasis and intflammation,
leading to the concept that an effective strategy for cardio-
metabolic disease treatment may include pharmacologically
targeting one or more nuclear receptors. To date, this strat-
egy has lead only to partial success. For example, PPARY
agonists (thiazolidinediones, TZD) have insulin sensitizing
ellects but can also cause water retention and heart failure.

The PPARYy agonists have lipid lowering eflects but can
cause gallstone and hepatotoxicity. It 1s clear that a novel
class of nuclear receptor agonists/antagonists with an opti-
mal therapeutic index would be beneficial for the treatment
ol cardiometabolic diseases. The retinoid X nuclear recep-
tors (RXRs) form heterodimers with many nuclear recep-
tors, whose signaling maintains metabolic homeostasis. As
such they are potential drug targets for treating metabolic
syndrome. Several rexinoids (specific RXR agonist) have
been tested for glucose-lowering, insulin-sensitizing, and
anti-obesity eflects. Even though these studies have shown
that rexinoids have beneficial eflects on glucose metabolism,
most of these rexinoids have dose-limiting side eflects
including elevation of serum triglyceride levels and hepato-
megaly and an alteration of the thyroid hormone axis. These
side eflects may be due to the potent and non-selective
stimulation of RXR signaling.

SUMMARY

Rexinoid compounds and methods for the treatment of
metabolic disorders and cancer are provided. A class of
rexinoid compounds includes compounds of the following
formula:

(R,

/Iié\: :( %iA/B\C’#D\COOR
N NP

R R

N

and pharmaceutically acceptable salts or prodrugs thereof.
In these compounds, m 1s 0-4, n 1s 0-3, and p 15 0-2; R 1s
selected from the group consisting of H, alkyl, benzyl, aryl,
or heteroaryl; each R", R*, and R” are independently selected
from the group consisting of H, halo, C,-C, alkyl, C,-C,
haloalkyl, C,-C, alkenyl, C,-C, alkynyl, aryl, OR*, NH.,
NHR®*, NR*R", and SR”*, where R* and R are each inde-
pendently selected from H, C,-C, alkyl, and —C(O)R®,
where R® is H, C,-C, alkyl, or aryl; X and Y are each
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independently selected from the group consisting of C—H,
C—(C,-C, alkyl), N, O, and S, wherein when X 1s O or S,
then Y 1s absent such that a five-membered heteroaromatic
ring 1s formed or when Y 1s O or S, then X 1s absent such that
a five-membered heteroaromatic ring 1s formed; and A, B, C
and D are each independently selected from the group
consisting of —CH,—, —CHF—, —CF,—, —CHCl—,
—CCl,—, CHBr—, —CBr,—, CH(C,-C, alkyl)-,
—(C(C,-C; alkyl),-, —CH (C,-C, haloalkyl)-, —C(C,-C,
haloalkyl),-, —CH=—CH—, —C(R;)=—CH—, —CH=—C
(R;)—, —C(R;)—CR—, and —C=C—, or one or more of
A, B, C, or D 1s absent such that the remaining units connect
to form a chain.

Optionally, the compound has a formula selected from the
group consisting of:

(R?),

2P\

(\/\/X%Y b

(Rl)m—l ‘ A7 ¢ Coor,
A A
3
D
e NCOooR.
ﬁﬁ%\“COOH,
COOLL
RY),
(R?),
P o \ n
‘ ‘ A7 coow.
/ N \f'/’\’)
R R
/
(R%),,
2N Y B D
I/ N7 N COOR, and
| / ,) ’
X \-7\
s



3

-continued

US 10,800,726 B2

10

Optionally, the compound 1s selected from the group

consisting of:

\

{

‘ A
F
AN

CO,H,

‘ O\/\
i/i 7N\ con
X

|
N X

N

CHj,

/7 \

CO,H,
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_continued Optionally, the compound 1s selected from the group
consisting of:

)

NN N N0
‘ 5 P SN
N e \ \
‘ D S
F
CH; 10 \HA~ X AN N
/}\ F : - N N
P /‘ o \COZH jﬁOH
15 ’ 2
_

A class of rexinoid compounds includes compounds of the 29
tollowing formula:

(RN,
25 N X

‘\’\ ‘
L/\/\ B D F5C S

‘ —A C CO,R ‘

N N O N A

and pharmaceutically acceptable salts or prodrugs thereof. ﬁ
In these compounds, n 1s 0-5; R 1s selected from the group

consisting of H, alkyl, benzyl, aryl or heteroaryl; each R' is
independently selected from the group consisting of H, halo,
C,-C, alkyl, C,-C, haloalkyl, C,-C, alkenyl, C,-C. alkynyl,
aryl, OR* NH,, NHR® NR*R”, and SR* where R* and R L

35

are each independently selected from H, C,-C, alkyl, and
—C(O)R®, where R®is H, C,-C, alkyl, or aryl; and A, B, C
and D are each independently selected from the group
consisting of —CH,—, —CHF—, —CF,—, —CHCl—, /\
—CCl,—, —CHBr—, —CBr,—, —CH(C,-C, alkyl)-, ‘
—C(C,-C, alkyl),-, —CH (C,-C, haloalkyl)-, —C(C,-C,

haloalkyl).-, — CH—CH—, — C(R*—CH—, — CH—C NN AN
(R*)—, —C(R*)—=CR—, and —C=C—, or one or more of + ‘

A, B, C, or D 1s absent such that the remaining units connect OH /
to form a chain.

Optionally, the compound has a formula selected from the ﬁ

40

group consisting of: «

(R,

55

N

\ n
‘ — A \%\COZR and
(R,

P N CO5R.
)/

S 65

CO,H.
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A class of rexinoid compounds includes compounds of the
tollowing formula:

CO,R

or pharmaceutically acceptable salts or prodrugs thereof. In
these compounds, each R', each R*, R, R*, R, and R°® are

cach independently selected from the group consisting of
hydrogen, fluoro, C,-C alkyl, and tfluoro-substituted C,-C,
alkyl, wherein at least one of R°, R*, R”, and R°® is fluoro or
a fluoro-substituted C,-C, alkyl. Optionally, R® and R> are
not simultaneously methyl.

Optionally, the compound 1s selected from the group

consisting of:
A

O

\
4/

CO,H
‘/\ N Y
N AN
N
CO-H.
‘/\ NN
G N
CO,H
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-continued

A

b
AN
X

CO-H, and

\)\/F

X
F3C

CO,H

[

N
X
F

Also provided herein are pharmaceutical compositions
comprising one or more of the compounds described above
and a pharmaceutically acceptable carrier.

Further provided herein are methods of treating or pre-
venting a metabolic disorder 1n a subject. A method of
treating or preventing a metabolic disorder 1n a subject
includes administering to a subject an effective amount of a
compound as described herein. Optionally, administering
the compound provides a glucose-lowering eflect, an 1nsu-
lin-sensitizing effect, and/or a plasma triglyceride lowering
cllect.

Also provided herein are methods of treating or prevent-
ing insulin resistance, glucose ntolerance, obesity, steatosis
or inflammation in a subject comprising administrating to a
subject 1n thereol an eflective amount of a compound as
described herein. Optionally, the subject 1s a mammalian
subject (including, e.g., a dog, a cat, a rodent, or a human).
Optionally, the subject 1s obese or morbidly obese. Option-
ally, the subject 1s pre-diabetic or diabetic. The compound
can be administered orally, topically, intranasally, intrave-
nously, subcutaneously, intradermally, transdermally 1ntra-
mucosally intramuscularly, by inhalation spray, rectally,
nasally, sublingually, buccally, vaginally or via an implanted
reservoir. Optionally, the compound 1s

‘ A
Z X
S

N \/\/\C%H_

Further provided herein are methods of treating or pre-
venting cancer i a subject. A method of treating or pre-
venting cancer 1 a subject includes administering to a
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subject an effective amount of a compound as described
herein. Optionally, the cancer 1s epithelial cancer, such as
skin cancer or breast cancer. Optionally, the compound 1is

5
&
‘ N ‘ N
P /\/\COZH_ N

Also provided herein are kits for treating or preventing a
metabolic disorder, mnsulin resistance, glucose intolerance, 15
obesity, steatosis, inflammation, or cancer. A kit for treating
a metabolic disorder, insulin resistance, glucose intolerance,
obesity, steatosis or intlammation as described herein com-
prises a compound or composition as described herein and
a container or delivery device, optionally including the 20
compound. A kit for treating or preventing cancer comprises
a compound or composition as described herein and a
container or delivery device, optionally including the com-
pound. Optionally, the kits described herein further comprise
instructions regarding use of the kit and/or contents thereof. 25

DESCRIPTION OF DRAWINGS

FIG. 1 1s a graph showing the eflicacy of 9-cis-UAB30,
TARGRETIN, Compound UABI125, and Compound 30
UAB126 1n preventing the formation of mammary cancers

in ErbB2*~ female mice. The first bar represents the con-
trols for 9-c1s-UAB30 and TARGRETIN. The fourth bar

represents the controls for UAB125 and UAB126.

FIG. 2 1s a graph showing the body weight of mice on a 35
high fat diet without treatment (HF) and with treatment
using Compound UAB126 (HF+UAB126).

FIG. 3 1s a graph showing the glucose tolerance of mice
over time on a high fat diet without treatment (HF) and with
treatment using Compound UAB126 (HF+UAB126). 40

FIG. 4 1s a graph showing the 1nsulin sensitivity of mice
over time on a high fat diet without treatment (HF) and with
treatment using Compound UAB126 (HF+UAB126).

FIG. 5 1s a graph showing the fasting glucose levels of
mice over time on a high fat diet without treatment (HF) and 45
with treatment using Compound UAB126 (HF+Rexinoid).

FIG. 6A 1s a graph showing the percent body weight of
lean body mass and fat mass for mice on a high fat diet
without treatment (HF) and with treatment using Compound
UAB126 (HF+UAB126) without normalization. 50

FIG. 6B 1s a graph showing the percent body weight of
lean body mass and fat mass for mice on a high fat diet
without treatment (HF) and with treatment using Compound
UAB126 (HF+UABI126), normalized with body weight.

FIG. 7 1s a graph showing the triglyceride levels of mice 55
on a high fat diet without treatment (HF) and with treatment
using Compound UAB126 (HF+UAB126).

FIG. 8A 1s a graph showing the serum cholesterol of mice
on a high fat diet without treatment (HF) and with treatment
using Compound UAB126 (HF+UAB126). 60

FIG. 8B 1s a graph showing the free fatty acids (FFA) of
mice on a high fat diet without treatment (HF) and with
treatment using Compound UAB126 (HF+UAB126).

The details of one or more embodiments are set forth in
the description below. Other features, objects, and advan- 65
tages will be apparent from the description and from the
claims.

10
DETAILED DESCRIPTION

The compounds described herein present classes of rexi-
noids for treating and preventing metabolic disorders and/or
cancer.

I. Compounds

A class of rexinoids described herein is represented by
Formula I:

RE)H
N
I( T/\.x\

\'b\*)

(RY),

COOR

RN =1

and pharmaceutically acceptable salts or prodrugs thereof.

In Formula I, m1s 0-4 (1.e., 0, 1, 2, 3, or 4); n1s 0-3 (1.e.,
0,1, 2,0or3);, and p 1s 0-2 (1.e., O, 1, or 2).

Also, 1n Formula I, R 1s selected from the group consisting
of H, alkyl, benzyl, aryl or heteroaryl.

Additionally, in Formula I, each R', R*, and R’ are
independently selected from the group consisting of H, halo,

-C, alkyl, C,-C haloalkyl, C,-C, alkenyl, C,-C, alkynyl,
aryl, hydroxyl, alkoxyl, aryloxyl, amino, thio, and carboxyl.
Optionally, R', R*, and R® are each independently selected
from methyl, ethyl, propyl, 1sopropyl, butyl, t-butyl, fluoro,
bromo, chloro, CF,, CF,CF,, CH%CFg,j OR* NH,, NHR",
NR*R>, and SR*, where R* and R” are each independently
selected from H, C,-C, alkyl, and —C(O)R®, where R° is H,
C,-C alkyl, or aryl.

Also, 1n Formula I, X and Y are each independently
selected from the group consisting of C—H, C—C,-C,
alkyl), N, O, and S, wherein when X 1s O or S, then Y 1s
absent such that a five-membered heteroaromatic ring 1is
formed and when Y 1s O or S, then X 1s absent such that a
five-membered heteroaromatic ring 1s formed.

Further, in Formula I, A, B, C and D are each indepen-

dently selected from the group consisting of —CH,—,
—CHF—, —CF,—, —CHCl—, —CCl,—, —CHBr—

—CBr,—, CH(C -C, alkyl)-, —C(C, C alkyl)z : —CH
(C,-C, haloalkyl)-, —C(C -C, haloalkyl),-, —CH—CH—,
—C(R5)_CH : CH_C(RS) , —C(R;)=—CR—, and
—(C=C—, or one or more of A, B, C, or D 1s absent such that
the remainming units connect to form a chain. Adjacent units,
such as A and B or C and D, when taken together, can form
an alkenyl unit: —C(R,)=C(R,)—, where R’ and R® are
cach independently selected from the group consisting of H,
halo, C,-C, alkyl, C,-C, haloalkyl, C,-C alkenyl, C,-C,
alkynyl, aryl, hydroxyl, alkoxyl, aryloxyl, amino, thio, and
carboxyl.
Formula I includes Structure I-A:

Structure [-A
(R%),
X ‘
PN ~ X%Y n N
(Rl)m—: ‘ )'—A/ ~c” Ccoor
F N
(RY),
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In Structure I-A, m, n, p, R, R', R% R>, X, Y, A, B, C, and
D are as defined above for Formula 1.

Formula I also includes Structure I-B:
Structure 1-B
(R%),
N n
RYp—r )—A/ \]/\COOH
f\# RS
(R7),
Formula I also includes Structure I-C:
Structure [-C
(R?),
X
X Xy B _D_
‘ ‘ )'—A/ C COOR
/ x X 3
R &

N

In Structure I-C, m, n, p, R, R}, R*>, R®>, X, Y, A, B, C, and
D are as defined above for Formula 1.

Formula I also includes Structure I-D:
Structure I-D
(R?), \
e 4 \
‘ ‘ 4¢?\“COOH
o (R%)
(R%)p | P
\/

In Structure I-D, m, n, p, R', R, and R> are as defined above
for Formula I.

T

Formula I also includes Structure I-E:

Structure [-E

(R*),,

- < ‘

A
| N PN

(RY,,— ‘ —A COOH
K/ N\
R7),

In Structure I-E, m, n, p, R', R, R>, A, and B are as defined
above for Formula I.
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Formula I also includes Structure I-F:

Structure [-F
(R?),
2PN A n
J ‘ )—A/ N CooH
I/ AN A
(R%),
2

In Structure I-F, m, n, p, R, R, R>, A, and B are as defined

above for Formula 1.

Formula I also includes Structure I-G:

(Rl)m_

(R*),

N

N

é\/\ [\ AP

S

Structure [-G

C COOR

(RY),

In Structure 1-G, m, n, p, R, R, R*>, R, Y. A, B,C,and D
are as defined above for Formula

I

Formula I also 1includes Structure I-H:

R?),

R,

2N

AN

F

Structure I-H

CO,H

RS

In Structure I-H, m, n, R', R*, R’, and R® are as defined

above for Formula 1.

Examples of Formula I include the following compounds:

R

O\

X
Z

F

R

Compound 1 (UAB122)

B

CO,H
Compound 2 (UAB126)
9
a4
NN CO,H
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-continued
Compound 3 (UABI118)

/CH3

\CozH

Compound 4 (UAB119)

CO-H

Compound 5 (UAB120)
‘ T
’ CH;
CO>H
Compound 6 (UAB121)
= ‘
\/ \f
CO>H
Compound 7/
OMe

Compound 8 (UAB123)

. \
P . Me”” \c02H
g

X
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-continued

Compound 9 (UAB124)

Compound 10 (UAB125)

CO,H

Compound 11 (UAB127)

Compound 12 (UAB128)

Compound 13 (UAB129)

Compound 14 (UAB130)

AN
N

/

\
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-continued
Compound 15 (UAB131)
/\‘ = CO,H
‘/ AN Nen,
F
Compound 16 (UAB132)
CHs 7 ‘
NN o
X
F
Compound 17
e
H;C
\/\‘ ~
‘/ 7 \‘/ AN
\/ Vs
AN
X
CO>H
Compound 18
Compound 19
Z
X \C02H
X
F
. Compound 20
3 / ‘
= ‘ X \COEH
‘/ x
N
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A class of rexinoids described herein 1s represented by
Formula II:

II
(R,

XX
b AN .

B
‘ — A7 ¢ Seo.r
/

and pharmaceutically acceptable salts or prodrugs thereof.

In Formula II, n 1s 0-5 (1.e., 0, 1, 2, 3, 4, or 5).

Also, 1n Formula II, R 1s selected from the group con-
sisting ol H, alkyl, benzyl, aryl or heteroaryl.

Additionally, in Formula II, each R' is independently
selected from the group consisting of H, halo, C,-C, alkyl,
C,-Cs haloalkyl, C,-C, alkenyl, C,-C, alkynyl, aryl,
hydroxyl, alkoxyl, aryloxyl, amino, thio, and carboxyl.
Optionally, R' is selected from methyl, ethyl, propyl, iso-
propyl, butyl, t-butyl, fluoro, bromo, chloro, CF;, CF,CFj;,
CH,CF,, OR*, NH,, NHR*, NR*R", and SR*, where R* and
R? are each independently selected from H, C,-C, alkyl, and
—C(O)R*, where R* is H, C,-C, alkyl, or aryl.

Further, in Formula II, A, B, C and D are each indepen-
dently selected from the group consisting of —CH,—,
—CHF—, —CF,—, —CHCl—, —C(Cl,—, —CHBr—,
—CBr,—, —CH(C,-C alkyl)-, —C(C,-C alkyl),-, —CH
(C,-C, haloalkyl)-, —C(C,-C, haloalkyl),-, —CH—CH—,
—C(R)=—CH—, —CH—C[R’)—, —C(R)—CR—, and
—(C=C—, or one or more of A, B, C, or D 1s absent such that
the remaining units connect to form a chain. Adjacent units,
such as A and B or C and D, when taken together, can form
an alkenyl unit: —C(R>)—C(R°)—, where R> and R° are
cach independently selected from the group consisting of H,
halo, C,-C, alkyl, C,-C, haloalkyl, C,-C, alkenyl, C,-C,
alkynyl, aryl, hydroxyl, alkoxyl, aryloxyl, amino, thio, and
carboxyl.

Formula II includes Structure II-A:

Structure 1I-A

(RY),

<

In Structure II-A, n, R, R*, R>, A, and B are as defined above

for Formula I1.
Formula II also includes Structure 1I-B:

Structure [I-B
RY,

F A CO,R
o4
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In Structure II-B, n, R, and R' are as defined above for
Formula II.

Examples of Formula II include the following com-
pounds:

Compound 22 (UAB140)

®
F
AN
e \
CO>H
- Compound 23
3 ‘ \
Z N
N P
X
CO>H
Compound 24
‘ X
OH P \/\Coz}[
Compound 25
AN
F5C X
OH ‘ P
\g
CO>H
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-continued

| Compound 26
i\

FC e / \ ‘/\

OH F

\%

CO>,H

Compound 27

CO,H

A class of rexinoids described herein is represented by
Formula III:

[11

S

(R),——

/

R

and pharmaceutically acceptable salts and prodrugs thereof.

In FormulaIII, m1s 0,1, 2,3, or4 and nis 0, 1, 2, or 3.

Also, in Formula II, R 1s selected from the group con-
sisting ol H, alkyl, benzyl, aryl or heteroaryl.

Additionally, in Formula I1I, each R, each R*, R°, R*, R,
and R° are each independently selected from the group
consisting of hydrogen, fluoro, C,-C, alkyl, and fluoro-
substituted C,-C, alkyl. Optionally, the fluoro-substituted
C,-C, alkyl 1s substituted by one fluoro group (i.e., a
monofluoro alkyl), such as —CH,F. Optionally, the fluoro-

substituted C,-C, alkyl 1s substituted by two fluoro groups
(1.e., a difluoro alkyl), such as —CHF, or —CHFCH,F.

Optionally, the fluoro-substituted C,-C, alkyl 1s substituted
by three fluoro groups (1.e., a trifluoroalkyl, such as —CF,
or —CHFCH,F. Optionally, the fluoro-substituted C,-C,
alkyl 1s substituted by four fluoro groups (i.e., a tetratluo-

roalkyl), such as —CHFCF,.
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In Formula I11, at least one of R®, R*, R, and R° is fluoro
or a tfluoro-substituted C,-C, alkyl. Optionally, at least one
of R°, R* R”, and R° is fluoro, monofluoromethyl, difluo-
romethyl, or trifluoromethyl.

Optionally, R” and R> are not simultaneously methyl.

Examples of Formula III include the following com-
pounds:

Compound 28 (14-F-9cis-UAB30)

A

AN

/YF

CO,H

/

\

Compound 29 (10-F-9cis-UAB30)

N NN
&

L

CO,H

Compound 30 (10,14-diF-9c1s-UAB30)

‘/\ NN
N N
R b
CO,H
Compound 31
‘/\ NN
\/ \
FSC/N

CO,H
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-continued

\/\)\/F

N

Compound 32

X
F. e YF
CO-H

The compound described herein 1s not the following;:

N
‘/\
Vs

X
X

Y

CO,H.

The term about, as used herein when referring to a
measurable value, such as, for example, an amount or
concentration, 1s meant to encompass variations ol +20%,
+10%, £5%, £1%, £0.5%, or even +£0.1% of the specified
amount. A range provided herein for a measurable value may
include any other range and/or individual value therein.

Alkyl, as used herein, refers to a straight or branched
chain hydrocarbon containing from 1 or 2 to 10 or 20 or
more carbon atoms (e.g., C,, C;, C,, C,, C,, C,, Cq, C,, C 1,
C,, Cis, Cis, Cia, €4, etc.). Optionally, the alkyl can be a
lower alkyl. “Lower alkyl” refers to straight or branched
chain alkyl having from 1 to 3, or from 1 to 5, or from 1 to
8 carbon atoms. Representative examples of alkyls include,
but are not limited to, methyl, ethyl, n-propyl, 1so-propyl,
n-butyl, sec-butyl, 1so-butyl, tert-butyl, n-pentyl, isopentyl,
neopentyl, n-hexyl, 3-methylhexyl, 2,2-dimethylpentyl, 2,3-
dimethylpentyl, n-heptyl, n-octyl, n-nonyl, n-decyl, and the
like. Alkyl groups as described herein are optionally substi-
tuted (e.g., from 1 to 3 or 4 times) with substituents
independently selected from, but not limited to, H, acyl,
alkyl, alkenyl, alkoxy, alkynyl, amidino, amino, amino acid,
amide, aryl, azido, carbonate, carbonyl, carboxy, cyano,
cycloalkyl, ester, formyl, halo, heterocyclo, heteroaryl,
hydroxy, nitro, oxo, oxy, peptide, sulfone, sulfoxide, and
thiol.

As generally understood by those of ordinary skill 1n the
art, saturation refers to the state in which all available
valence bonds of an atom (e.g., carbon) are attached to other
atoms. Similarly, unsaturation refers to the state in which not
all the available valence bonds are attached to other atoms:
in such compounds the extra bonds usually take the form of
double or triple bonds (usually with carbon). For example,
a carbon chain 1s saturated when there are no double or triple
bonds present along the chain or directly connected to the
chain (e.g., a carbonyl), and 1s unsaturated when at least one
double or triple bond is present along the chain or directly
connected to the chain (e.g., a carbonyl). Further, the pres-
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ence or absence of a substituent depending upon chain
saturation will be understood by those of ordinary skill 1n the
art to depend upon the valence requirement of the atom or
atoms to which the substituent binds (e.g., carbon).

Alkenyl, as used herein, refers to a straight or branched
chain hydrocarbon contaiming from 2 to 10 or 20 or more
carbons, and containing at least one carbon-carbon double
bond, formed structurally, for example, by the replacement
of two hydrogens. Representative examples of alkenyl
include, but are not limited to, ethenyl, 2-propenyl,
2-methyl-2-propenyl, 3-butenyl, 4-pentenyl, 5-hexenyl,
2-heptenyl, 2-methyl-1-heptenyl, 3-decenyl and the like.
Alkenyl groups as described herein are optionally substi-
tuted (e.g., from 1 to 3 or 4 times) with substituents
independently selected from, but not limited to, H, acyl,
alkyl, alkenyl, alkoxy, alkynyl, amidino, amino, amino acid,
amide, aryl, azido, carbonate, carbonyl, carboxy, cyano,
cycloalkyl, ester, formyl, halo, heterocyclo, heteroaryl,
hydroxy, nitro, oxo, oxy, peptide, sulfone, sulfoxide, and
thiol.

Alkynyl, as used herein, refers to a straight or branched
chain hydrocarbon group containing from 2 to 10 or 20 or
more carbon atoms, and containing at least one carbon-
carbon triple bond. Representative examples of alkynyl
include, but are not limited, to acetylenyl, 1-propynyl,
2-propynyl, 1-butyryl, 2-butyryl, 2-pentynyl, and the like.
Alkynyl groups as described herein are optionally substi-
tuted (e.g., from 1 to 3 or 4 times) with substituents
independently selected from, but not limited to, H, acyl,
alkyl, alkenyl, alkoxy, alkynyl, amidino, amino, amino acid,
amide, aryl, azido, carbonate, carbonyl, carboxy, cyano,
cycloalkyl, ester, formyl, halo, heterocyclo, heteroaryl,
hydroxy, nitro, oxo, oxy, peptide, sulifone, sulfoxide, and
thiol.

The term cycloalkyl, as used herein, refers to a saturated
or unsaturated cyclic hydrocarbon group containing from 3
to 8 carbons or more. Representative examples of cycloalkyl
include cyclopropyl, cyclobutyl, cyclobutenyl, cyclopentyl,
cyclohexyl, cycloheptyl, and cyclooctyl. Cycloalkyl groups
as described herein are optionally substituted (e.g., from 1 to
3 or 4 times) with substituents independently selected from.,
but not limited to, H, acyl, alkyl, alkenyl, alkoxy, alkynyl,
amidino, amino, amino acid, amide, aryl, azido, carbonate,
carbonyl, carboxy, cyano, cycloalkyl, ester, formyl, halo,
heterocyclo, heteroaryl, hydroxy, nitro, oxo, oxy, peptide,
sulfone, sulfoxide, and thiol.

Heterocyclo, heterocyclic, and heterocycle as used herein
refer to a monocyclic, bicyclic or tricyclic rnng system.
Monocyclic heterocycle ring systems are exemplified by any
3, 4, 5 or 6 membered ring contamning 1, 2, 3, or 4
heteroatoms 1independently selected from the group consist-
ing of: O, N, and S. The 5 member ring has from 0 to 2
double bonds, and the 6 member ring has from 0-3 double
bonds. Representative examples of monocyclic ring systems
include, but are not limited to, azetidine, azepine, aziridine,
diazepine, 1,3-dioxolane, dioxane, dithiane, furan, 1mida-
zole, imidazoline, imidazolidine, 1sothiazole, 1sothiazoline,
1sothiazolidine, 1soxazole, 1soxazoline, 1soxazolidine, mor-
pholine, oxadiazole, oxadiazoline, oxadiazolidine, oxazole,
oxazoline, oxazolidine, piperazine, piperidine, pyran, pyra-
zine, pyrazole, pyrazoline, pyrazolidine, pyridine, pyrimi-
dine, pyrnidazine, pyrrole, pyrroline, pyrrolidine, tetrahydro-
turan, tetrahydrothiophene, tetrazine, tetrazole, thiadiazole,
thiadiazoline, thiadiazolidine, thiazole, thiazoline, thiazoli-
dine, thiophene, thiomorpholine, thiomorpholine sulfone,
thiomorpholine sulfoxide, thiopyran, triazine, triazole, trithi-
ane, and the like. Bicyclic ring systems are exemplified by
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any of the above monocyclic ring systems fused to an aryl
group as defined herein, a cycloalkyl group as defined
herein, or another monocyclic ring system as defined herein.
Representative examples of bicyclic ring systems include
but are not limited to, for example, benzimidazole, benzo-
thiazole, benzothiadiazole, benzothiophene, benzoxadiaz-
ole, benzoxazole, benzoluran, benzopyran, benzothiopyran,
benzodioxine, 1,3-benzodioxole, cinnoline, 1ndazole,
indole, indoline, indolizine, naphthyridine, 1sobenzofuran,
isobenzothiophene, 1soindole, isoindoline, 1soquinoline,
phthalazine, pyranopyridine, quinoline, quinolizine, qui-
noxaline, quinazoline, tetrahydroisoquinoline, tetrahydro-
quinoline, thiopyranopyridine, and the like. Heterocyclo
groups as described herein are optionally substituted (e.g.,
from 1 to 3 or 4 times) with substituents independently
selected from, but not limited to, H, acyl, alkyl, alkenyl,
alkoxy, alkynyl, amidino, amino, amino acid, amide, aryl,
azido, carbonate, carbonyl, carboxy, cyano, cycloalkyl,
ester, formyl, halo, heterocyclo, heteroaryl, hydroxy, nitro,
0X0, 0Xy, peptide, sulfone, sulfoxide, and thiol.

Aryl as used herein refers to a ring system having one or
more aromatic rings. Representative examples of aryl
include azulenyl, indanyl, indenyl, naphthyl, phenyl, tetra-
hydronaphthyl, and the like. The aryl groups of this inven-
tion can be optionally substituted with 1, 2,3, 4, 5, 6 or 7
substituents independently selected from, but not limited to,
H, acyl, alkyl, alkenyl, alkoxy, alkynyl, amidino, amino,
amino acid, amide, aryl, azido, carbonate, carbonyl, car-
boxy, cyano, cycloalkyl, ester, formyl, halo, heterocyclo,
heteroaryl, hydroxy, mitro, oxo, oxy, peptide, sulfone, sul-
foxide, and thiol.

Heteroaryl means a cyclic, aromatic hydrocarbon 1n
which one or more carbon atoms have been replaced with
heteroatoms. If the heteroaryl group contains more than one
heteroatom, the heteroatoms may be the same or diflerent.
Examples of heteroaryl groups include pyridyl, pyrimidinyl,
imidazolyl, thienyl, furyl, pyrazinyl, pyrrolyl, pyranyl,
1sobenzofuranyl, chromenyl, xanthenyl, indolyl, 1soindolyl,
indolizinyl, triazolyl, pyridazinyl, indazolyl, purinyl, quino-
lizinyl, 1soquinolinyl, quinolyl, phthalazinyl, naphthyridi-
nyl, quinoxalinyl, isothiazolyl, and benzo[b]thienyl. Pre-
terred heteroaryl groups are five and s1x membered rings and
contain from one to three heteroatoms independently
selected from the group consisting of: O, N, and S. The

heteroaryl group, including each heteroatom, can be unsub-
stituted or substituted with from 1 to 4 suitable substituents,
as chemically feasible. For example, the heteroatom S may
be substituted with one or two oxo groups, which may be
shown as —O. Heteroaryl groups as described herein are
optionally substituted (e.g., from 1 to 3 or 4 times) with
substituents independently selected from, but not limited to,
H, acyl, alkyl, alkenyl, alkoxy, alkynyl, amidino, amino,
amino acid, amide, aryl, azido, carbonate, carbonyl, car-
boxy, cyano, cycloalkyl, ester, formyl, halo, heterocyclo,
heteroaryl, hydroxy, nitro, oxo, oxy, peptide, sulfone, sul-
foxide, and thiol.

II. Methods of Making the Compounds

The compounds described herein can be prepared 1n a
variety ol ways. The compounds can be synthesized using
various synthetic methods. At least some of these methods
are known 1n the art of synthetic organic chemistry. The
compounds described herein can be prepared from readily
available starting materials. Optimum reaction conditions
can vary with the particular reactants or solvent used, but
such conditions can be determined by one skilled 1n the art
by routine optimization procedures.
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Variations on Formulas I-III include the addition, sub-
traction, or movement of the wvarious constituents as
described for each compound. Similarly, when one or more
chiral centers are present in a molecule, all possible chiral
variants are included. Additionally, compound synthesis can
involve the protection and deprotection of various chemical
groups. The use of protection and deprotection, and the
selection of appropriate protecting groups can be determined
by one skilled 1n the art. The chemistry of protecting groups
can be found, for example, in Wuts, Greene’s Protective
Groups 1n Organic Synthesis, Sth. Ed., Wiley & Sons, 2014,
which 1s incorporated herein by reference in its entirety.

Reactions to produce the compounds described herein can
be carried out 1n solvents, which can be selected by one of
skill 1n the art of organic synthesis. Solvents can be sub-
stantially nonreactive with the starting materials (reactants),
the intermediates, or products under the conditions at which
the reactions are carried out, 1.e., temperature and pressure.
Reactions can be carried out 1n one solvent or a mixture of
more than one solvent. Product or intermediate formation
can be monitored according to any suitable method known
in the art. For example, product formation can be monitored
by spectroscopic means, such as nuclear magnetic resonance
spectroscopy (e.g., "H or '°C) infrared spectroscopy, spec-
trophotometry (e.g., UV-visible), or mass spectrometry, or
by chromatography such as high performance liquid chro-
matography (HPLC) or thin layer chromatography.

Exemplary methods for synthesizing the compounds as
described herein are provided in Example 1 Below.

III. Pharmaceutical Formulations

The compounds described herein or derivatives thereof
can be provided in a pharmaceutical composition. The
compounds described herein may be suitable for parenteral,
oral, mnhalation spray, topical, rectal, nasal, buccal, vaginal,
or implanted reservoir administration. The term parenteral
as used herein includes subcutaneous, intradermal, intrave-
nous, mtramuscular, intra-articular, intra-synovial, intraster-
nal, intrathecal, intrahepatic, intralesional and intracranial
injection or infusion techmques. Optionally, the compounds
described herein can administered orally, topically, intrana-
sally, intravenously, subcutaneously, intradermally, transder-
mally, intramucosally, intramuscularly, by mhalation spray,
rectally, nasally, sublingually, buccally, vaginally or via an
implanted reservorr.

Depending on the intended mode of admimstration, the
pharmaceutical composition can be in the form of solid,
semi-solid or liquid dosage forms, such as, for example,
tablets, suppositories, pills, capsules, powders, liquids, or
suspensions, preferably i unit dosage form suitable for
single administration of a precise dosage. The compositions
will include a therapeutically effective amount of the com-
pound described herein or derivatives thereol 1n combina-
tion with a pharmaceutically acceptable carrier and, in
addition, may include other medicinal agents, pharmaceuti-
cal agents, carriers, or diluents. By pharmaceutically accept-
able 1s meant a material that 1s not biologically or otherwise
undesirable, which can be administered to an individual
along with the selected compound without causing unac-
ceptable biological eflects or interacting in a deleterious
manner with the other components of the pharmaceutical
composition in which 1t 1s contained.

As used herein, the term carrier encompasses any excipi-
ent, diluent, filler, salt, bufler, stabilizer, solubilizer, lipid,
stabilizer, or other material well known 1n the art for use 1n
pharmaceutical formulations. The choice of a carrier for use
in a composition will depend upon the intended route of
administration for the composition. The preparation of phar-
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maceutically acceptable carriers and formulations contain-
ing these materials 1s described in, e.g., Remington: The
Science and Practice of Pharmacy, 22d Edition, Loyd et al.
eds., Pharmaceutical Press and Philadelphia College of
Pharmacy at Umversity of the Sciences (2012). Examples of
physiologically acceptable carriers include butlers, such as
phosphate buflers, citrate bufler, and buflers with other
organic acids; antioxidants including ascorbic acid; low
molecular weight (less than about 10 residues) polypeptides;
proteins, such as serum albumin, gelatin, or immunoglobu-
lins; hydrophilic polymers, such as polyvinylpyrrolidone;
amino acids such as glycine, glutamine, asparagine, arginine
or lysine; monosaccharides, disaccharides, and other carbo-
hydrates, including glucose, mannose, or dextrins; chelating
agents, such as EDTA; sugar alcohols, such as mannitol or
sorbitol; salt-forming counterions, such as sodium; and/or
nonionic surfactants, such as TWEEN® (ICI, Inc.; Bridge-
water, N.l.), polyethylene glycol (PEG), and PLURON-
ICS™ (BASF; Florham Park, N.I.).

Compositions contaiming the compound described herein
or derivatives thereof suitable for parenteral injection may
comprise physiologically acceptable sterile aqueous or non-
aqueous solutions, dispersions, suspensions or emulsions,
and sterile powders for reconstitution into sterile injectable
solutions or dispersions. Examples of suitable aqueous and
nonaqueous carriers, diluents, solvents or vehicles include
water, ethanol, polyols (propyleneglycol, polyethylenegly-
col, glycerol, and the like), suitable mixtures thereof, veg-
ctable o1ls (such as olive o1l) and injectable organic esters
such as ethyl oleate. Proper fluidity can be maintained, for
example, by the use of a coating such as lecithin, by the
maintenance ol the required particle size 1n the case of
dispersions and by the use of surfactants.

These compositions may also contain adjuvants, such as
preserving, wetting, emulsifying, and dispensing agents.
Prevention of the action of microorganisms can be promoted
by various antibacterial and antifungal agents, for example,
parabens, chlorobutanol, phenol, sorbic acid, and the like.
Isotonic agents, for example, sugars, sodium chloride, and
the like may also be included. Prolonged absorption of the
injectable pharmaceutical form can be brought about by the
use of agents delaying absorption, for example, aluminum
monostearate and gelatin.

Solid dosage forms for oral administration of the com-
pounds described herein or derivatives thereof include cap-
sules, tablets, pills, powders, and granules. In such solid
dosage forms, the compounds described herein or deriva-
tives thereol 1s admixed with at least one inert customary
excipient (or carrier), such as sodium citrate or dicalcium
phosphate, or (a) fillers or extenders, as for example,
starches, lactose, sucrose, glucose, mannitol, and silicic acid,
(b) binders, as for example, carboxymethylcellulose, alig-
nates, gelatin, polyvinylpyrrolidone, sucrose, and acacia, (c)
humectants, as for example, glycerol, (d) disintegrating
agents, as for example, agar-agar, calcium carbonate, potato
or tapioca starch, alginic acid, certain complex silicates, and
sodium carbonate, (e) solution retarders, as for example,
parailin, (I) absorption accelerators, as for example, quater-
nary ammomium compounds, (g) wetting agents, as for
example, cetyl alcohol, and glycerol monostearate, (h)
adsorbents, as for example, kaolin and bentonite, and (1)
lubricants, as for example, talc, calctum stearate, magnesium
stearate, solid polyethylene glycols, sodium lauryl sulfate, or
mixtures thereof. In the case of capsules, tablets, and paills,
the dosage forms may also comprise builering agents.

Solid compositions of a similar type may also be
employed as fillers 1n soft and hard-filled gelatin capsules
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using such excipients as lactose or milk sugar as well as high
molecular weight polyethyleneglycols, and the like.

Solid dosage forms such as tablets, dragees, capsules,
pills, and granules can be prepared with coatings and shells,
such as enteric coatings and others known in the art. They
may contain opacilying agents and can also be of such
composition that they release the active compound or com-
pounds 1n a certain part of the intestinal tract in a delayed
manner. Examples of embedding compositions that can be
used are polymeric substances and waxes. The active com-
pounds can also be in micro-encapsulated form, 1 appro-
priate, with one or more of the above-mentioned excipients.

Liquid dosage forms for oral administration of the com-
pounds described herein or derivatives thereof include phar-
maceutically acceptable emulsions, solutions, suspensions,
syrups, and elixirs. In addition to the active compounds, the
liquid dosage forms may contain inert diluents commonly
used 1n the art, such as water or other solvents, solubilizing
agents, and emulsifiers, as for example, ethyl alcohol, 1s0-
propyl alcohol, ethyl carbonate, ethyl acetate, benzyl alco-
hol, benzyl benzoate, propyleneglycol, 1,3-butyleneglycol,
dimethylformamide, oils, in particular, cottonseed oi’.,,
groundnut o1l, corn germ 011 olive o1l, castor o1l, sesame o1l,
glycerol, tetrahydrofurturyl alcohol, polyethyleneglycols,
and fatty acid esters of sorbitan, or mixtures of these
substances, and the like.

Besides such inert diluents, the composition can also
include additional agents, such as wetting, emulsiiying,
suspending, sweetening, flavoring, or perfuming agents.

Suspensions, in addition to the active compounds, may
contain additional agents, as for example, ethoxylated
1sostearyl alcohols, polyoxyethylene sorbitol and sorbitan
esters, microcrystalline cellulose, aluminum metahydroxide,
bentonite, agar-agar and tragacanth, or mixtures of these
substances, and the like.

Compositions of the compounds described herein or
derivatives thereof for rectal admimstrations are optionally
suppositories, which can be prepared by mixing the com-
pounds with suitable non-irritating excipients or carriers,
such as cocoa butter, polyethyleneglycol or a suppository
wax, which are solid at ordinary temperatures but liquid at
body temperature and, therefore, melt in the rectum or
vaginal cavity and release the active component.

Dosage forms for topical administration of the com-
pounds described herein or derivatives thereof include oint-
ments, powders, sprays, and inhalants. The compounds
described herein or derivatives thereof are admixed under
sterile conditions with a physmloglcally acceptable carrier
and any preservatives, bullers, or propellants as may be
required. Ophthalmic formulations, ointments, powders, and
solutions are also contemplated as being within the scope of
the compositions.

The compositions can include one or more of the com-
pounds described herein or pharmaceutically acceptable
salts thereol. As used herein, the term pharmaceutically
acceptable salt refers to those salts of the compound
described herein or derivatives thereotf that are, within the
scope of sound medical judgment, suitable for use 1n contact
with the tissues of subjects without undue toxicity, irritation,
allergic response, and the like, commensurate with a rea-
sonable benefit/risk ratio, and effective for their intended
use, as well as the zwitterionic forms, where possible, of the
compounds described herein. The term salts refers to the
relatively non-toxic, inorganic and organic acid addition
salts of the compounds described herein. These salts can be
prepared 1n situ during the 1solation and purification of the
compounds or by separately reacting the purified compound
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in 1ts free base form with a suitable organic or inorganic acid
and 1solating the salt thus formed. Representative salts
include the hydrobromide, hydrochlonide, sulfate, bisuliate,
nitrate, acetate, oxalate, valerate, oleate, palmitate, stearate,
laurate, borate, benzoate, lactate, phosphate, tosylate, citrate,
maleate, fumarate, succinate, tartrate, naphthylate mesylate,
glucoheptonate, lactobionate, methane sulphonate, and lau-
rylsulphonate salts, and the like. These may include cations
based on the alkali and alkaline earth metals, such as
sodium, lithtum, potassium, calcium, magnestum, and the
like, as well as non-toxic ammonium, quaternary amimo-
nium, and amine cations including, but not limited to
ammonium, tetramethylammonium, tetracthylammonium,
methylamine, dimethylamine, trimethylamine, triethylam-
ine, ethylamine, and the like. (See S. M. Barge et al., I.
Pharm. Sci. (1977) 66, 1, which 1s mcorporated herein by
reference 1n 1ts entirety, at least, for compositions taught
therein. )

Administration of the compounds and compositions
described herein or pharmaceutically acceptable salts
thereol can be carried out using therapeutically effective
amounts of the compounds and compositions described
herein or pharmaceutically acceptable salts thereol as
described herein for periods of time eflective to treat a
disorder. The effective amount of the compounds and com-
positions described herein or pharmaceutically acceptable
salts thereof as described herein may be determined by one
of ordinary skill in the art and includes exemplary dosage
amounts for a mammal of from about 0.5 to about 200 mg/kg
of body weight of active compound per day, which may be
administered in a single dose or 1n the form of individual
divided doses, such as from 1 to 4 times per day. Alterna-
tively, the dosage amount can be from about 0.5 to about 150
mg/kg of body weight of active compound per day, about 0.5
to 100 mg/kg of body weight of active compound per day,
about 0.5 to about 75 mg/kg of body weight of active
compound per day, about 0.5 to about 350 mg/kg of body
welght of active compound per day, about 0.5 to about 25
mg/kg of body weight of active compound per day, about 1
to about 20 mg/kg of body weight of active compound per
day, about 1 to about 10 mg/kg of body weight of active
compound per day, about 20 mg/kg of body weight of active
compound per day, about 10 mg/kg of body weight of active
compound per day, or about 5 mg/kg of body weight of
active compound per day.

Those of skill 1n the art will understand that the specific
dose level and frequency of dosage for any particular subject
may be varied and will depend upon a vanety of factors,
including the activity of the specific compound employed,
the metabolic stability and length of action of that com-
pound, the species, age, body weight, general health, sex and
diet of the subject, the mode and time of administration, rate
of excretion, drug combination, and severity of the particular
condition. The precise dose to be employed in the formu-
lation will also depend on the route of administration, and
the seriousness of the disease or disorder, and should be
decided according to the judgment of the practitioner and
cach subject’s circumstances. Elflective doses can be
extrapolated from dose-response curves derived from 1n
vitro or animal model test systems. Further, depending on
the route of administration, one of skill in the art would
know how to determine doses that result 1n a plasma
concentration for a desired level of response in the cells,
tissues and/or organs of a subject.

IV. Methods of Use

Provided herein are methods to treat, prevent, or amelio-
rate metabolic disorders and cancer in a subject. The meth-
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ods mclude administering to a subject an effective amount of
one or more of the compounds or compositions described
heremn, or a pharmaceutically acceptable salt or prodrug
thereof. The expression “eflective amount,” when used to
describe an amount of compound in a method, refers to the
amount ol a compound that achieves the desired pharma-
cological effect or other eflect, for example, an amount that
results 1n tumor growth rate reduction. The compounds and
compositions described herein or pharmaceutically accept-
able salts thereof are usetul for treating metabolic disorders
and cancer 1n humans, mcluding, without limitation, pedi-
atric and geratric populations, and 1n animals, e.g., veteri-
nary applications.

The methods and compounds as described herein are
uselul 1n treating or preventing metabolic diseases. As used
herein, metabolic disorder or metabolic disease (wherein
disorder and disease can be used interchangeably) refers to
a condition caused by an abnormal metabolic process.
Common metabolic disorders include, but are not limited to,
diabetes, mnsulin resistance, obesity, dyslipidemia, lypolipe-
demuia, hyperthyroidism, hypothyroidism, galactosemia and
phenylketonuria. Diabetes can refer to a disease diagnosed
as diabetes according to the diagnostic standard, {for
example, of WHO (World Health Organization), Japan Dia-
betes Society, American Diabetes Association or European
Association for the Study of Diabetes and includes Type 1
diabetes, Type 2 diabetes, gestational or pregnancy diabetes,
and the like. Type 2 diabetes can be characterized by 1its
resistance to the action of insulin, 1.e., isulin resistance.
Insulin resistance can mean a disease diagnosed as insulin
resistance, based on the insulin resistance index (fasting
blood sugar (mg/dL )xfasting insulin (microU/mL)+405) or
on the results obtained by examination by glucose clamp
method or the like and includes syndrome X additionally. In
addition to Type 2 diabetes, diseases with “insulin resis-
tance” include, for example, steatosis/Tatty liver, particularly
NAFLD (non-alcoholic fatty liver disease), NASH (non-
alcoholic steatohepatitis), coronary heart diseases (CHDs),
arteriosclerotic diseases, hyperglycemia, lipodosis, impaired
glucose tolerance, hypertension, hyperlipemia, diabetes
complications, pregnancy diabetes, polycystic ovary syn-
drome and the like.

The methods for treating or preventing metabolic diseases
includes administering to the subject one or more of the
compounds or compositions as described herein. Optionally,
the method also includes the step of selecting a subject
having a metabolic disease.

The compounds described herein have glucose-lowering
cllects, insulin-sensitizing eflects, and/or anti-obesity prop-
erties, and can lower plasma triglyceride levels. Thus, the
compounds described herein can be used to treat or prevent
metabolic disorders, diabetes, isulin resistance, glucose
intolerance, obesity, steatosis, and/or inflammation. The
methods for treating or preventing metabolic disorders,
diabetes, insulin resistance, glucose intolerance, obesity,
steatosis, and/or inflammation comprises administering to
the subject one or more of the compounds or compositions
as described herein. Optionally, the method also 1includes the
step of selecting a subject having a metabolic disorder,
diabetes (Iype 1 or Type 2), insulin resistance, glucose
intolerance, obesity, steatosis, and/or inflammation. In some
embodiments, the diabetes 1s Type 2 (T2DM).

Optionally, the compounds described hereimn can have
cholesterol-lowering eflect or a free-fatty acid lowering
ellect, as compared to a control.

Further provided herein are methods for treating cancer or
a benign tumor using the compounds or compositions
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described herein. Cancer, as used herein, refers to any
malignant abnormal growth of cells, and epithelial cancer
refers to cancer that typically develops from epithelium or
related tissues 1n the skin, hollow viscera, and other organs.
In some embodiments, the epithelial cancer 1s cancer of the
breast, prostate, pancreas, ovary, serous adenocarcinoma of
the ovary, fallopian tube, colon, gallbladder, bladder, ure-
thra, stomach, endometrium, bronchus, lung or kidney.
Optionally, the cancer 1s an epithelial cancer. The epithelial
cancer can be cancer of the skin or breast.

The methods for treating or preventing cancer or a benign
tumor includes administering to the subject one or more of
the compounds or compositions as described herein. Option-
ally, the method also 1includes the step of selecting a subject
having cancer or at risk for developing cancer.

The methods of treating or preventing metabolic disorders
or cancer 1n a subject can further comprise administering to
the subject a therapeutic agent or radiation therapy or a
combination thereof. Thus, the provided compositions and
methods can include one or more additional agents. The one
or more additional agents and the compounds described
herein or pharmaceutically acceptable salts or prodrugs
thereol can be administered 1n any order, including con-
comitant, simultaneous, or sequential administration.
Sequential administration can be temporally spaced order of
up to several days apart. The methods can also include more
than a single administration of the one or more additional
agents and/or the compounds described herein or pharma-
ceutically acceptable salts or prodrugs thereotf. The admin-
istration of the one or more additional agents and the
compounds described herein or pharmaceutically acceptable
salts or prodrugs thereof can be by the same or different
routes and concurrently or sequentially.

Therapeutic agents include, but are not limited to, che-
motherapeutic agents, anti-depressants, anxiolytics, antibod-
1es, antivirals, steroidal and non-steroidal anti-inflammato-
ries, conventional immunotherapeutic agents, cytokines,
chemokines, and/or growth factors. Therapeutic agents also
include msulin and agents (e.g., glyburide, exenatide, pram-
limtide, and metformin) used to control blood sugar in
subjects with diabetes and anti-obesity medications (e.g.,
orlistat, sibutramine, and rimonabant).

The therapeutic agent can, for example, be a chemothera-
peutic agent. A chemotherapeutic agent 1s a compound or
composition eflective in mnhibiting or arresting the growth of
an abnormally growing cell. Thus, such an agent may be
used therapeutically to treat cancer as well as other diseases
marked by abnormal cell growth. Illustrative examples of
chemotherapeutic compounds include, but are not limited to,
antiestrogens (e.g., tamoxifen or fulvestrant) and aromatase
inhibitors (e.g., letrozole).

Any of the aforementioned therapeutic agents can be used
in any combination with the compositions described herein.
Combinations are administered either concomitantly (e.g.,
as an admixture), separately but simultaneously (e.g., via
separate mtravenous lines into the same subject), or sequen-
tially (e.g., one of the compounds or agents 1s given first
followed by the second). Thus, the term combination 1s used
to refer to concomitant, simultaneous, or sequential admin-
istration of two or more agents.

The methods and compounds as described herein are
useiul for both prophylactic and therapeutic treatment. For
prophylactic use, a therapeutically effective amount of the
compounds and compositions or pharmaceutically accept-
able salts thereot as described herein are administered to a
subject prior to onset (e.g., before obvious signs of meta-
bolic disorders or cancer), during early onset (e.g., upon
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initial signs and symptoms of metabolic disorders or can-
cer), or after the development of metabolic disorders or
cancer. Prophylactic administration can occur for several
days to years prior to the manifestation of symptoms of
metabolic disorders and cancer. Therapeutic treatment
involves admimstering to a subject a therapeutically eflec-
tive amount of the compounds and compositions or phar-
maceutically acceptable salts thereof as described herein
alter metabolic disorders and cancer 1s diagnosed.

The methods herein for prophylactic and therapeutic
treatment optionally comprise selecting a subject with or at
risk of developing a metabolic disorder or cancer. A skilled
artisan can make such a determination using, for example, a
variety of prognostic and diagnostic methods, including, for
example, a personal or family history of the disease or
condition, clinical tests (e.g., imaging, biopsy, genetic tests
and the like for cancer; measurements ol body weight or
body fat for obesity and diabetes; blood glucose levels for
diabetes), and the like.

Optionally, the subject for the methods described herein 1s
a rodent. Optionally, the subject 1s human. The subject i1s
optionally obese or morbidly obese. The subject can be
pre-diabetic or diabetic.

Optionally, the compounds described herein do not cause
adverse eflects that are often associated with other rexinoids,
such as elevation of serum triglyceride levels, hepatomegaly,
and an alteration of the thyroid hormone axis.

V. Kits

Also provided herein are kits for treating or preventing
metabolic disorders, diabetes, isulin resistance, glucose
intolerance, obesity, steatosis, inflammation, or cancer in a
subject. A kit can 1nclude any of the compounds described
herein or a pharmaceutically acceptable salt or prodrug
thereol. For example, a kit can include one or more com-
pounds of Formula I, Formula II, Formula III, or combina-
tions thereof. A kit can further include one or more addi-
tional agents, such as an anti-inflammatory agent or a
chemotherapeutic agent. A kit can include an oral formula-
tion of any of the compounds or compositions described
herein. A kit can additionally include directions for use of
the kit (e.g., instructions for treating a subject), a container,
a means for administering the compounds or compositions,
and/or a carrier. Kits can include multiple doses (e.g., 1n a
blister pack), can include means for admainistration (e.g., a
delivery device like a syringe) or the like.

As used herein the terms treatment, treat, or treating refer
to a method of reducing one or more symptoms of a disease
or condition. Thus 1n the disclosed method, treatment can
refer to a 10%, 20%, 30%, 40%, 350%, 60%, 70%, 80%,
90%, or 100% reduction in the severity of one or more
symptoms of the disease or condition. For example, a
method for treating a disease 1s considered to be a treatment
if there 1s a 10% reduction 1n one or more symptoms or s1gns
(c.g., size of the tumor or rate of tumor growth) of the
disease 1n a subject as compared to a control. As used herein,
control refers to the untreated condition (e.g., the tumor cells
not treated with the compounds and compositions described
herein). Thus the reduction can be a 10%, 20%, 30%, 40%,
50%, 60%, 70%, 80%, 90%, 100%, or any percent reduction
in between 10% and 100% as compared to native or control
levels. It 1s understood that treatment does not necessarily
refer to a cure or complete ablation of the disease, condition,
or symptoms of the disease or condition.

As used herein, the terms prevent, preventing, and pre-
vention of a disease or disorder refer to an action, for
example, administration of a composition or therapeutic
agent, that occurs before or at about the same time a subject
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begins to show one or more symptoms of the disease or
disorder, which inhibits or delays onset or severity of one or
more symptoms of the disease or disorder.

As used herein, references to decreasing, reducing, or
inhibiting 1include a change of 10%, 20%, 30%, 40%, 50%,
60%, 70%, 80%, 90%, or greater as compared to a control
level. Such terms can include, but do not necessarily include,
complete elimination.

As used herein, references to lowering eflects (e.g., glu-
cose-lowering eflect, triglyceride-lowering eflect, choles-
terol-lowering eflect, and Iree-fatty acid-lowering eflect)
and sensitizing eflects (e.g., insulin-sensitizing ellects)
include a change of 10%, 20%, 30%, 40%, 50%, 60%, 70%,
80%, 90%, or greater as compared to a control level. Such
terms can include, but do not necessarily include, achieving
a normal amount in a subject. As used herein, normal
amount refers to an amount that 1s able to produce a normal
physiological or molecular response 1 a subject and can
vary from one subject to another.

As used herein, subject means both mammals and non-
mammals. Mammals 1nclude, for example, humans; non-
human primates, e.g., apes and monkeys; cattle; horses;
sheep; rodents (e.g., rats and mice); pigs; and goats. Non-
mammals include, for example, fish and birds.

Throughout this application, various publications are rei-
erenced. The disclosures of these publications in their entire-
ties are hereby incorporated by reference into this applica-
tion.

The examples below are mntended to further illustrate
certain aspects of the methods and compounds described
herein, and are not intended to limit the scope of the claims.

e

EXAMPLES

Example 1: Synthesis of Retinoid X Receptor
(RXR) Selective Agonists and Agents

Synthesis of 5-(3-(1-naphthyl)phenyl)-3-methylpenta-2,
4-dienoic Acid 5 (UAB119; Compound 4): As depicted 1n
Scheme 1, compound 5 was synthesized in three steps
starting from naphthalene-1-boronic acid 1 utilizing Suzuki
reaction conditions. Coupling of boronic acid 1 with m-bro-
mobenzaldehyde 2 1n the presence of tetrakis-(triphenyl-
phosphine)palladium gave the desired aldehyde 3 1 70%
yield after purnification by chromatography. The aldehyde 3
was then subjected to Homer-Emmons reaction conditions
in the presence of triethylphosphonosenecioate and base to
give the desired ester 4 as a 9:1 mixture of 4E, 2E and 4F,
27 1somers. While the cis-trans 1somers were not separable
at this stage, ester 4 was purified by column chromatogra-
phy. Ester 4 was then hydrolyzed under basic conditions to
give the acid 5 as a mixture of 1somers. The desired 1somer
4E, 2E-5 was then obtained by selective crystallization.

Scheme 1: Synthesis of 5-(3-(1-Naphthyl)phenyl)-3-methylpenta-2.4-

dienoic Acid Isomers

CHO
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-continued
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Synthesis of 5-(4-(1-naphthyl)phenyl)-3-methylpenta-2,
4-dienoic Acid 9 (UAB118; Compound 3): As depicted 1n
Scheme 2, compound 9 was synthesized in three steps
starting {rom naphthalene-1-boronic acid 1 utilizing Suzuki
reaction conditions. Coupling of boronic acid 1 with p-bro-
mobenzaldehyde 6 1n the presence of tetrakis-(triphenyl-
phosphine)palladium gave the desired aldehyde 7 in 70%
yield after purification by chromatography. The aldehyde 7
was then subjected to Homer-Emmons reaction conditions
in the presence of triethylphosphonosenecioate and base to
give the desired ester 8 as a 9:1 mixture of 4E, 2E and 4FE,
27 1somers. While the cis-trans 1somers were not separable
at this stage, ester 8 was purified by column chromatogra-
phy. Ester 8 was then hydrolyzed under basic conditions to
give the acid 9 as a mixture of 1somers. The desired 1somer
4E, 2E-9 was then obtained by selective crystallization.

Scheme 2. Synthesis of 5-(4-(1-Naphthyl)phenyl)-3-methylpenta-2.,4-

dienoic Acid Isomers
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-continued
= ‘
X
\/ CHO
7
P(O)(OFEt),
1) BuLi, THF, DMPU
2) 7
X 3) KOH, ag. MeOH
CO,Ft HH
/\‘

F

8: R=Et
9:R=H; UAB 118

Synthesis of 3-(3-(1-Naphthyl)phenyl)propenoic Acids
10 (UAB122; Compound 1) and 10a (UAB125; Compound
10): As depicted in Scheme 3, the syntheses of 3-(3-(1-
naphthyl)phenyl)propenoic acid 10 and 3-(3-(4-methyl-1-
naphthyl)phenyl)propenoic acid 10a were accomplished uti-
lizing Knoevenagel condensation conditions. A solution of
the appropriate aldehyde, 3 or 3a, 1n pyridine was heated at
reflux in the presence of malonic acid and piperidine.
Following the completion of the reaction, the mixture was
acidified to give the target product, 10 or 10a, as a single
1SOmer.

Scheme 3. Synthesis of 3-(3-(1-Naphthyl)phenvl)propenoic Acids

N
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-
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-continued
R

/

F

AN

CO,H

10: R=H UAB122
10a: R = Me UAB125

Synthesis of 3-(4-(1-Naphthyl)phenyl)propenoic Acid 11
(UAB126; Compound 2): As depicted in Scheme 4, the
synthesis of 3-(4-(1-naphthyl)phenyl)propenoic acid 11 was
accomplished utilizing Knoevenagel condensation condi-
tions. A solution of the appropnate aldehyde, 7, 1n pyridine
was heated at reflux 1n the presence of malonic acid and
piperidine. Following the completion of the reaction, the
mixture was acidified to give the target product, 11, as a
single 1somer.

Scheme 4. Synthesis of 3-(4-(1-Naphthyl)phenyl)propenoic Acid

P\

/ ‘
X o
‘ Malonic acid

F

-

Pyridine
Piperidine

CHO

CO,H
11: UAB 126

As depicted in Scheme 5, the target compounds 14
(UAB123; Compound 8) and 15 (UAB 121; Compound 6)
were each synthesized in a single step following the Suzuki
coupling of the naphthaleneboronic acid 1 with the appro-
priate bromo-substituted aryl acid 12 or 13 to provide the
reximnoids 14 and 15. Compounds 14 and 15 were each
obtained 1 70-75% vyields after purification by column
chromatography.
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Scheme 5.
Synthesis of 3-(1-Naphthyl)benzoic Acid and 3-(1-Naphthyl)
phenylacetic Acid

Z R
‘ Pd(PPhy)y
R ho Cs:CO;
‘ \ DMF: 50° C.
N OH
Br
! 12: R’ = CO,H

13: R’ = CH,CO,H

N\

“ )
‘/\/

N

RJ’
14: R’ = CO,H; UAB 123
15: R’ = CH,CO,H; UAB 121

Similar synthetic methodologies as shown in Schemes 1-5
can be used to synthetize the rexinoid compounds described
herein.

Ticacy of Rexinoids on Mammary
Cancers

Example 2: E

Mammary carcinogenesis was mmduced 1n female, trans-

genic erbB2*~ mice using 7,12-Dimethylbenz[a]anthracene
(DMBA). The mice were orally administered 9-c1s-UAB30

(a tissue selective rexinoid), TARGRETIN® (Valeant Phar-
maceuticals, West Laurel, Calil.) (1.e., bexarotene, which 1s
a potent RXR agomist), UAB1235, or UAB126. The control
mice were not administered any compounds. As shown in
FIG. 1, the retinoid compounds described herein were found
to be eflective (>70%) 1n the prevention of ER-negative
mammary carcinogenesis in transgenic mice. Specifically,
UAB125 and UAB126 prevented the formation of 68% and
79%, respectively, of the estrogen-negative mammary can-
cers, while 9-cis-UAB30 and TARGRETIN® prevented

only 54% and 65%, respectively.

Example 3: Treatment with Compound UAB126
Prevented High Fat Diet-Induced Obesity

Twelve C57BL/6]J mice were randomly divided into two
groups, namely high fat diet (HFD) (60% of calories from

tat) fed with or without Compound UAB126 (1.5 g/kg food)
for 10 weeks. As shown 1n FIG. 2, HFD fed mice treated
with Compound UAB126 (labeled as “HF+UAB126” 1n
FIG. 2) gained less body weight (avg. mitial 22.5 g, and final
2'7.8 g), compared to HFD fed mice treated without Com-
pound UAB126 (labeled as “HF” 1n FIG. 2) (avg. mnitial 23
g, and final 40 g).

Example 4: Treatment with Compound UABI126
Improved Glucose Tolerance and Insulin Sensitivity

The mice fed a ligh fat diet (HFD) with Compound
UAB126 were more glucose tolerant and insulin sensitive
than the mice fed HFD alone (FIGS. 3 and 4). Also, fasting

glucose levels 1 mice fed HFD with Compound UAB126
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were lower than mice fed HFD (FIG. 5). Body composition
was measured by quantitative magnetic resonance (QMR),
as shown 1n FIG. 6. Fat mass was markedly reduced, while
lean mass was also slightly reduced, following Compound
UAB126 treatment. When body composition was normal-
1zed by body weight, there was more lean mass and less fat
mass 1n Compound UAB126 treated mice compared to HFD
ted mice (FIG. 6B; see FIG. 6A for comparison without
normalization). Food intake was not diflerent between the 2
groups. These data show that Compound UAB126 has

cllects on energy balance.

Example 3: Treatment with Compound UAB126
Reduced Serum Triglyceride Levels

Previously developed rexinoids have the adverse side
ellect of elevating serum triglycenide ('1TG) level. In contrast,
treatment with Compound UAB126 significantly reduced
triglyceride levels (FIG. 7). Furthermore, Compound
UAB126 treated mice show significantly decreased choles-
terol (FIG. 8A) and free fatty acids (FFA; FIG. 8B) 1n the
serum compared to HFD vehicle treated mice. Thus, Com-
pound UAB126 can regulate lipid metabolism.

Example 6: Effect of Compound UAB126 on
Metabolism on Whole Body and Tissue Specific
Energy Metabolism

Twenty-four C37BL/6J mice are divided into four groups
(6/group); namely, mice fed normal chow (10% {fat from
total calorie) or high fat (60% fat from total calorie) diets for
12 weeks, with and without Compound UAB126 (1.5 g/kg

food). The following parameters are evaluated.

A. Whole body parameters: Food intake, energy expen-
diture, and physical activity are measured through the use of
metabolic cages. Glucose, sulin, and pyruvate tolerance
tests are conducted. Fasting plasma, glucose, insulin, leptin,
and adiponectin levels are measured. Lipid profiles (triglyc-
eride, cholesterol, nonesterified fatty acids) and pro-inflam-
matory cytokine (Inf-a, IL-1a, CRP and IL-6) levels are
measured. Because other rexinoids also alter thyroid hor-
mone levels, mouse TSH, free T3 and T4 levels 1n the serum
are measured.

B. Tissue specific parameters: Macrophage infiltration of
adipose tissue 1s a hallmark of obesity-related inflammation.
Macrophage infiltration 1n adipose tissue and the size of
adipocytes are examined. Liver, skeletal muscle, and adi-
pose tissue are 1solated from mice following an acute msulin
challenge, after which, the phosphorylation status of 1nsulin
signaling components (e.g., IR, IRS-1, Akt) are examined.
Glucose uptake in the skeletal muscle with and without
isulin ex vivo 1s measured. Expression of gluconeogenic
and lipogenic enzymes, and lipid contents 1n the hiver are
evaluated. Also, expression of adipokines, including adi-
ponectin, resistin, and leptin are examined. With 1solated
tissues, histological analysis 1s performed by observing the
s1ze ol adipocytes and macrophage infiltration in adipose
tissue. Hepatic tissues are staimned with o1l red O staining
(indication of steatosis). Genomic profiles 1n liver, adipose
tissue, and skeletal muscle are examined by using Aflyme-
trix GeneChip mouse array (UAB genomics core facility).
RT-PCR validation focuses on genes mvolved in gluconeo-
genesis, lipogenesis, and lipolysis.

Example 7: Molecular Mechanisms for Mediating,
the Metabolic Effects of Compound UAB126

To understand the molecular mechanisms by which Com-
pound UAB126 influences insulin sensitivity, a cell based
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system 1s utilized (1.e., HepG2 cells, a human hepatocyte cell
line, and mouse primary hepatocytes). In some cases, sSiIRINA
1s administered to confirm the results after identifying a
nuclear receptor (NR) partner(s).

A. NR 1identification: To identily nuclear receptors (NR)
that are activated by Compound UAB126, luciferase con-
structs are used. HepG2 cells are transfected with luciferase
constructs containing the responsive elements of various
NRs with pRL-tk (internal control for transiection normal-
ization). To compare the potency of RXR agonists, the

luciferase activity of Compound UABI126 1s compared to
those of TARGRETIN® (a potent RXR agonist) and

9cUAB30 (a tissue-selective rexinoid).

B. Chip Assays: To examine the direct binding of nuclear
receptors, Chip assay 1s employed by examining promoters
of various genes mvolved 1 lipid metabolism (SCDI,

SREBP1/2, FAS) and oxidative stress (NQOI1,CYPlal,
HO-1). The results are verified through real time gqPCR
analysis.

C. Insulin signaling pathways: To examine the direct
cllect of Compound UABI126 on insulin signaling, the
ability of Compound UAB126 to activate msulin signaling
molecules, including, pIR, pIRS-1, and pAkt, 1s determined.
In some cases, an improvement of Compound UAB126 on

insulin signaling following TNF-c or palmitate treatment 1s
determined.

D. Lipid metabolism: Hepatic TG synthesis and de novo
lipogenesis are measured by using [1,2-14C]-acetate and
[1-14C]-palmitate, respectively, with and without Com-
pound UABI126. Concurrently, the expression of proteins
that are involved in lipogenesis after cells are treated with
palmitate with and without Compound UAB126 are exam-
ined.

E. Fatty acid oxidation (FAQO): Fatty acid oxidation in
skeletal muscle and liver can be affected by Compound
UAB126. Skeletal muscle and liver are i1solated and sub-
jected to fatty acid oxidation.

The compounds and methods of the appended claims are
not limited 1n scope by the specific compounds and methods
described herein, which are intended as 1llustrations of a few
aspects of the claims and any compounds and methods that
are Iunctionally equivalent are within the scope of this
disclosure. Various modifications of the compounds and
methods 1n addition to those shown and described herein are
intended to fall within the scope of the appended claims.
Further, while only certain representative compounds, meth-
ods, and aspects of these compounds and methods are
specifically described, other compounds and methods are
intended to fall within the scope of the appended claims.
Thus, a combination of steps, elements, components, or
constituents can be explicitly mentioned herein; however, all
other combinations of steps, elements, components, and
constituents are included, even though not explicitly stated.

What 1s claimed 1s:

1. A method of ameliorating diabetes, dyslipidemia, 1nsu-
lin resistance, glucose intolerance, obesity, or steatosis 1n a
subject, comprising administering to a subject an effective
amount of a compound of the following formula:

‘ X
F

N

AN
% \/\C02H

or a pharmaceutically acceptable salt thereof.



US 10,800,726 B2

37

2. The method of claim 1, wherein administering the
compound provides a glucose-lowering eflfect, an msulin-

sensitizing eflect, or a plasma triglyceride lowering eflfect.

3. The method of claim 1, wherein the subject 1s a rodent
or human, obese, morbidly obese, pre-diabetic, or diabetic.

4. The method of claim 1, wherein the compound 1s
administered orally, topically, intranasally, intravenously,
subcutaneously, intradermally, transdermally intramucosally
intramuscularly, by inhalation spray, rectally, nasally, sub-
lingually, buccally, vaginally or via an implanted reservotr.

5. A method of ameliorating breast cancer 1n a subject,
comprising administering to a subject an ef.
a compound of the following formula:

l = CO,H

salt

or a pharmaceutically acceptable thereof.

‘ective amount of
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6. The method of claim 5, wherein the subject 1s a rodent
or human.

7. The method of claim 5, wherein the compound 1s
administered orally, topically, intranasally, intravenously,

subcutaneously, intradermally, transdermally intramucosally

intramuscularly, by inhalation spray, rectally, nasally, sub-

lingually, buccally, vaginally or via an implanted reservorr.
8. A compound having the following formula:

N COLI

or a pharmaceutically acceptable salt thereof.

¥ ¥ H ¥ H
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